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(57) Abstract 

Amide compounds represented by general formula (I), pharmaceutically acceptable acid-addition salts thereof and a drug comprising 
the same as the active ingredient, wherein R represents amino, etc.; A represents alkylene, etc.; X represents O, S, etc.; M represents arylene, 
etc.; R 1 , R 2 , R 3 and R 4 represent each H, hydroxy, etc; R 5 represents H, alkyl, etc; m is an integer of from 0 to 6; R 6 represents 
optionally substituted aryl, etc; and R 7 represents H, optionally substituted alkyl, etc. The amide compounds exhibit excellent inhibitory 
effects on cytokines (IL-8, IL-1, EL-6, TNF-§g(a), GM-CSF, etc) relating directly or indirectly to mflammation and are useful in the 
prevention or treatment of arthritis caused by rheumatic diseases, gout, etc. 
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?^i4lTl^Ct, Sfcfi£A«"?iS3liSS^^(adult respiratory distress 
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CIL- 8*<«fflSnTl^5?H^&l/T, I L- 8 t 

-enfc coii^ilL-K IL-6. IL-8, TNF-aWSi:H 



.97081 33A1_I_> 



WO 97/08133 



PCT/JP96/02305 



mmfc • t h ¥-i±Bim$:m&&mmm, • nm^fc • ards • & 

c <d z 6 t£&ffii!tm<z>$> t (c. gig. i l — 8 ^©^^tt^-f h * << >mmm 

$gcii-9--r h*-r ymmmthx 4 - (4 -7/itD7x^) -2 - u-y 
no -5 - a-trv^to >r s y*/->im<z>-c 1 y-z-nmm 

fti>\ 4tlf 7 - 5 0 3 0 1 8^fg(r(iif-f h ^7 -T > MWffl h LT 1 - (4 - 
k'UvW -2 - (4-7WD7xz;|,) - 4 - T7 i^;U-f 5 ¥V—)l^(D fc? 
U y^Ill^ S y7-*B»*K #^3 - 3 4 9 5 9 Jf&tBirii-fr-r hfcf 

4^nt^5o #J*.tf. 4-33 0094 ^&fBK(i I L - 1 tfofjlfc^ 

Jl- h y^^r^'J^-A 1 a - P r o-NH-CH CCCH 2 )sN 3 D 
-B- V-t-yZtlr-JltimmZtlTl^Zo £tz* ^¥7 - 5 3 7 0 5^1: 
(iN- ( h 7 - 4 -7 i y y f ;t/i/^ o^->;l/*;l,t>-^) -L-7i- 

4 



BNSDOCIO: <WO_9708133A1J_> 



WO 97/08133 



PCT/JP96/02305 



#^©Bfi<jii. IL-8, IL-K TNF-o, I L - 6 mcD'&fc®.*)- 4 



(O -A&jC ( I ) : 



{5£*> RliR. ; R. -eff»3tt/£T,M/3*S/3£ ; R. Tg&£ ft^TA-*^ 
3£§&mf^g ; XliTk&g (cct\ R. Ii7;;i % rr— s^yiE, to? 
;*;^^SXIHUI (cnbOilt f&JRT;!/*;^ Aoy^MS 

xitmmm* ; mmm* ; -nr 8 - : -so-;-so« - ; -cr 5 r io - ; 

- C = C - ; - C = C - ; -CO- ; -COO- ; - 00C- ; — NR * CO- ; 
-CONR 8 -;-NR 8 S0 2 - ; -S0 2 NR 8 - ; -CS- ; -COS- ; 
-0-CO-O- ; -NR 8 -COO- ; -OOC-NR 8 -; 
-NH-CO-NH- ; -NH-CS-NH- ; -NH-C ( = NH) -NH- ; 




(I) 



BNSOOCID: <WO 9708133A1_I_> 



WO 97/08133 



PCT/JP96/02305 



*)im : i/ ?vTJl*J\,m ; ; T?>1* Jim ; XltTl J &Hg£. 

r 1 , r 2 „ r 3 . r 4 itm-ximK~>T, *mm?;*mm '."v7>w^ ; 

T*> J:^7/t/^g ; T;l/3^i/$ ; JJljjZfhM ; T Jl*rJl^itm : TJl*rJl 

rv -Jim. T^;i*>imxttT * j&mmfrioMtitizm&m-cm&zti 

TV>T&£V>T ; -/7;i ; £ ; 7 /I/ =i ^ 77 /U 

; 7'J-At*i/*At:-;H ; 7-/;H ; Xli-O-CO-R 11 Cc 
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CR 13 " tiTK^H^ : iftT;l,+ ;H ; tJc&S ; X(i7 $ J ^ 
ptiOXt±l£-. R J2, *li7K^T ; 7kS?S> M7;Ln + i/I, fiftT^a* 
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X-tt»*BR^- ; KftK^ ; -NH- ; Xli-CH« -£^-To 
MtiT'J -U>X*^-To 

R'.R'.R'.R 4 liH-Xli*«oT, fc^ST? ; *Bt2fc : ^ny>gi 
?;Xli-0-CO-R ,r " (CCT, R M '" liT^g. 7i/At*i/i 

OS)— «f£ ( I -b) 



{5tt\ XtiKSlSllC^BMW?-; -NR« - ; -SO- ; -S0 2 - ; 

- CR 9 R 10 — ; - C = C- ; -C = C- : -CO- ; - COO - ; - OOC - ; 

— NR 8 CO— ; -CONR 8 - ; — NR 8 S0 2 - : -S0 2 NR' - ; 
-CS-;-COS-;-0-CO-0-;-NR 8 -COO- ; 
-OOC-NR' - ; -NH-CO-NH- ; -NH-CS-NH- ; 

-nh-c (=nh) -NH- ;g.mw^ mmtt&mxm+frz&tetiz 




R 8 



(I -b) 
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TV>T fe^l^T - hni ; ; % ; T Jl zi * is * jl 

tf—)l,m i 7'J 4/26 ; T->;Ug ; Xli-O-CO-R" tZ 

tr>Tt>«fci>T;i>4^& (::t,7; y*tete&T^4wugXteT$//ugT:gg| 

& J^T^/t/^S ; Xtig&^ttTl^Tkil^T »J -^^^16*^) 
U 

mti 0 XI* 1 — 6 fr£St;j:n3SE»£SU 
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CCC-C\ Yli^m^ : WEft^-? ; -NR 13 - ; Xli-NR ,3 - S 0 2 - (R 1 3 

XtiT I 

pli 0 X(i 1 «\ 

Jim ; m^nt^tt cfct*T5JU4^H£ ; g&£ttTV*T*> <£ froM^H 

WKdFXttK*®^ matins i mm±(D^Tom?&m-f zmmmm 

(14)— «5C ( I -b) i:^>TX, M> R 1 . R 2 . R 3 . R 4 . R 5 . nu R 6 

R 1 , R 2 , R 3 . R 4 121^— XtlHttoT. 7K^^ ; ; A D y>g 
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R 5 (iTK^^^-To 

m (i 1 &7jk-$- 0 

R« {i^i-;t/S^^-T 0 

R 7 l±-C00-R 12 "' CZZX\ R 1 *" ' lS*fjfJlC^ ; tRSIS. Mr* 

Tg&^ttT^T&cU^^D^+^g ; T-5;t,*^g ; M7;^;HtI 
(15)m^tf7t::l^&n (1)~ (10)©t^-rti^(rgSg©r > Kffc£$»X 

en) (D-(io)©^-rn^(rEm©T ^ Kft^ttxw-toai^wtcafs^nsK 

^7^>f;l.t+->S, tert-^ 
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yh^r^m, << v^h+i/i, sec -zrh*ym, t e r t -T7* h*ism 
r&iRTJizi*i/m} tit, mm&i ~4m<Dmmxitftmtfi<DTAzijri/M 

tT>i*)n-*mi tit. mmn i - 6 i©iixii^©7 ti 

tVl^*g. -fy^f-^f-tf-a^ s e c-^^A^^m, t e r 

ter t -^O^Jl^-tm, ^*z/Jl?-*m, 'CV^^^Aftl, **^3ri' 
r&m.T>i*ji>n-mi tit, mmWLl —Amaym-m^lt^ikcoTA^Jli- 
^oewi, zr**,*-*^ >rv7f;^ti, sec-7f;tftl, t 

tTJUrJiTum] tit, mmwLi~Gm<Dmmxitfti&tfi<D*:ST)i*)\, 

7;;l, 3-3-)lTUm, -^xf^T;;^ ^Aif*7 0i, f 

e c um, t e r t -zf=f-)l7 >;S, ^>^;ur $ yg. >f yt 

>^;ir *t^>f ;i/7 tert -^>^;ur ~ y m, 

^7;;i, -fv^^7;yi, ^^-^iy/i/T ~ j mmfr&tf ZtlZo ft 
£ L< ItUmOTJl^rJlT I J It'fe^ a»w^t±/^-^T * y*. 
7;;i, iW;;!, yxf;l/7i/S, ^of;t/7i;S, ^f;l/7; 

^^7;;lt*5o #l::ff*L<ti«3lHSl~ 
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xW;;i, ^if;l7;;i, Zfnt')lTi;m, 

f-TMm— Jim, T-l?f^*S, b*n>J^zwi,^ en^^S, 
;y7>Ji?-7H, -f;y7'J-;li, tf?'/^-^ tv*/U-;HE. 
^;U*»J— tA*';;*, t+U-^-^i, f7i^-^l % 

^ Jl* V y b*^ 5 ^S. b*^< »J e^t 'j ^ y g % A*-tKo7 -tr 

b'-^ST^^o U < It b'o »; >>.=. *:A * ij y g % b*^7 S>— ^ 

t7)i*)im\ tit, fcmni^em&wmxitftmttoTJiirfrmzwMV, 

zfi-)im, s e c-zmim, t e r t JVOf-At 
^rt-'Of-zbg. ter t-'O^t/g. >ry^*'>4/g. * 

>T V^f^i, sec t e r t -y^g^a^tf ^nso 

r^n^>^j tit. attttiat? ^mm*, mmm*, mmm*, 3*m 
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/^Jim, i?7;itoyf;H, y^DD^f;H, h'J7;itnyf ^i, h 
ij^DD^;l/i, i?7^tDxf;H, ^?DDif;H, t>?b>)7}l* 

< ti. 7/^0^7^;^ ^dd^;H, ^7^tnyf;H % i?^DD/f 
ri/^nr;u+;i/Sj tit, mm&z-Tmvi/ ? ny U m 

— Jl/T/u 2-7i-;l'7 , Dtf;H, 4-7x-^7'f^ t7f ;M 

y **m*3rz;M. 3-7x^7*DtW->i N 2-7x 

-;l'7*Dh , ;bt*i/S, 4 ;i:7*^;U t7f h + ->l^ 

T 5 A * * ^ is ij Jl #~ )l XT- th K) . SffctfJ iz (i < > ;U * * )i> 
^>xtK'j;it*i/*;^'-;H^ b 'J ?■ a, 7**^^ 

^-^->7j;u^— Jim. Z - 7 *—;izftHfji,*jri/tr 2-7x-^ 
7*nt;it+->*;i#-^ 4-7xiWAtt->*;^:-AS, -*-7* 

7x?f;lt+i/*;i/t:-;Hti5, 

TTU-^SJ tte. 7x-a, i-y^Jim, T>hVJim. 7*i->hi) 
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rr y -yi^*-^*/^— friaorttT y -;n^ft5r y 
* +■ * jv ti mwfrig if ztiZo 

rry-zt^gj bit. HuiaorttT u -^^^wr^T >; 
rris&mmi tit. mnmi^n^mmmx^^, 7i;s^i^b 

^nlft-;li, ^U^HE, X^i/^-^S, hV<n^^S. 2 

-?nnT-tr?-;l/g % 2 - ^n^eT-tr^l/g, 2 - 3 - KT-tr^/l^ 2, 2- 
^^DDTtf^i, 2, 2, 2-h'Ji'DD7-tf7H, 2. 2, 2 - h 7 
A*vT-t1-)\sm. Is. — >l7*=f-)\,m. y jl J^ri/T-t^Jim, ^<>V>( Jim. 



2, 2-h'J?DDxh + i/*^-A$, 2, 2, 2-h'J^nn-tert 

^"^x; A,) * b*'>trfrtf—Jim, 7xti/At*i/*At:-iI, 2- 
hU^f^i/'J^xh + i/* /l/t'x;H, 2-h'J7xx;|,i/ij h 4 s - * ;U 
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— A,1r*i/*fr#—Jl&^ 2 - t=f-)\s- 2 - ^o^i^t+i/*/^-^ 2 

A,&* 3, % * Y*--S'<>i?)l1r*->>1] 4-/h 

Jl,* 3, 4, 5 - h »; / h*->"<>i>mr*i/1j)ltf—)\,&^ 

V U tert-^f;^yf;i-> y ;ugi|cD<g&7 A ■> U ; xf- 
b>t*x (>Mf-;u->y ;u) ^nt°u>t"x (s?y^-;i/->y ;t,) x^u 

^XIiHl^^Wlt^Tt>i^7;^U>l^f!*U l^trtiyfU 

3L*U>m. hyyf-i/>s. ^o^y^uvs. ^ 

/Uhyx^u:/g. >?y +)\, h y y if— b 7*n^— 
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?i?3L-ls>m. ^h'Jx- b>8. :*?x~b ^-^^^Ji— 
h7^f ^+-9"^^U>S> ^^^/^U>^> 

^^y^^^S. y^-^bvs. h"~u>s, ^o^-b> 

mmm*. ffi&fgttitmm^frzmntiz 1 ®^^JI©^7 i o|jfH^£W-r 
1 <@Jty±©^^o^^wr § 5 Xfi 6 flCD 2 fifiiCD^m^m^S^* U m 

y>8U h«J7S;>», fcf5^>^> tf»J^5>>3L k'^^^ f'J^>i 
^CD 2 ffiCD^§Sim^»^^«f bias, $?£L< li 5 mo 2 fiBiO^SEm^ 

h>J7 7-AL A,«U -f7t*t7-;H, *-T % /->HU -TV*- 

TV- -MB, >TSy*/-;Ml. fcT5 fc*a-7l^ 7 5>1> ^^7^ 
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ri/?o7;l/+U>$J t\t, mm&3~~7 m&i/tuT Jl^rUym. EP*»2 
btl^o ^iL(l^fa5Xli6i©->i'n7;^U>St*^ ^ttlftcrfi 

i?1-1t-)im, b'oyy>3g % *^*U>3». fcr^*y>aU t* 

^ y y >3g N b*a y x ^7 y y << \ u ym. t*^ v y y >?g, 

h*9 */y f?F 'j7 7-;i^ -r- m-^7 7-^ f- 

V-;Hg> ; ^7-^1, If^V-WSU t?o-7l^ 77>S, ^*yi> 
^^h^^V^. h'JT^VS, \£?i>ym* tf'J^yy^ lf'J;^>^ 
b*'jy>3^ 7D^Vt*t7-A8, ^jm7 7-;H, fx;>f7f7 
fx;f77-;H, >f^7f7 7-;iS, i/9 o^y* b'^V- 
;l/3g. h'nob'n-;^ fi;ft7x»g, f7i?77ot'J ;^>i, f- 
T7nf7i?>», *-TV*o y * -yySU f-T Vn £ y 2> y^U **-y-y~n b" 

•js-yyau b*»; yy^ % ^>y*:*-*-9-v~-;m. <>7'fvf7 7 

-/WR, ^yyf-TV-JMSU S yVh?^v?>3t. :/>Jy3U t'7 7nlfij; 

*yysL >r$y7if;y>«, -<>:/-f s <o-y*s-*m* ^yy 

jr. -r y K y y jr. •< v -f > k u yjR> y o b y * y yn. y a b y y y ^ 

2 5 
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s<yJ1-*7 x.ym, i/fa^y 9 Or V yi*^ is ? v<y ? ? ? ym. 
^v + yuv^ ^O'/tf^v^ fj Kfjyi?>i, try Ktryss*:/ 

iThziif-i/tum-jimi tit, mm$L2-~7m<Dwmxi±fri&#i<DT;izi 

-f';rh*'>*^j|Ci^ sec-^h + i/*;^t-;H, ter 
t ^y^Jilrjrzs* Jitf—Am. -< y^y^Jiyt^iy 

j7)l#—)im, *-*'<y?-)ljr3rl'-t} )l$Z—)im, ter t J\,* Iris % 

**^*is)i**i/i7;i7n— znzo t < iigmts: 2 ~ 5 

Jim. xh*i/*;l/t:x;H, T/nstf+S/*^*—;^ -rv^D**i/*;^ 
— >im. :7r-*S/;&A,#— -f h^i/^7/u^-;i/S. s e c -zfh^is 
jj)l$-)im, ter t-rh+^yljHx/Ht^^,, 

r<6ST^3^i/^^^-;usj tit, mm$t.2~-5mommxitfrm#;<!>T 
)i^*i/i7 )i#—frm&WMis. Mftmiza* Y*->*)i#-jim. x.h*-y* 

XJim-jim, <tV7blfi/j7Jl#—Jim, s e c -7 Y^-is* jum. t 

e r t -7 h Jimmfrmif znzo ff£L<n* h^f*^*— ^ 
f- y >r v r?- u v y y i> y ;n % tv<o -r a * :/ 

2 6 



BNSDCCID: <WO 9708133A1 J_> 



WO 97/08133 



PCT/JP96/0230S 



a^Jim, << VftZfaJ Jim. 7;>jD^f;H, ^DftD>f;i,S, y^^Un 

■4 )\,yt*i/^ VJl*4 JlHr^i/m, tKo7hD^mi/S, Thn;K>f 
hD^-f^t+^S, 1> 9 Ju4 A,***/1k^ W^a^f Jl**i/m. T— 7-f 

nij^£w-rstt*«j tit, mmiMT, m*Ri¥x\tmmwT-fre>miitiz 

7f'J77'J JIM, fh7-/U 'J'f-T 7 U * +1f S>T V U /I/g. f- 

2 7 
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.'/'i^i, >fVf7 7'J;i/$, >f ir7»J;H, t*7V';;i/£. W;7-A. 

^*»;;$, **-y-^— f-T^-^S. f^5^-^S. fcf^iJ— 
h°»;^^-;us> tru^^-^s. e^y.^yuat, e^y^y^ tfyy^s, 

h'J7 7'J;H, fh^'/'JM, 5>f-T*/.»J ^36 % ttt^77'j;H, 
^T7y;Ug. h'J7 7'J;H, 3*-*U"7y*£. -fVt+t7'J;H, f77 

tfo y t*o y Jim, ? ? -Jim, rl-7 n,s % 

^-4^-9-^— ^t^-^s, h'^i^—^m, v^u-jim, try 

t'J^-iH, e^yy*3fc, kXij-?;l, £U5>;Hfc, fcf^ 
— ^S. fth^-^lt*!), * L< lib'o y )im, 7 5 -Jim, f-x. 

-Jim, v^iS—jim, tr^y^n^ e^y^ys. fj^it-feSo 

±©^^a^^-r s 5 xii 6 R&^wmmmmmz&ML, a^icii^ h 

5 7U;H, **WTV) Jim, f7i?77»J;H, FU77US, **-y- 

-/y;us. -Yv^+u-vy f77»j;n, ^vf77'j;n, -rs^vu 

/PS, h'^'/U^ emj/H, 77-;H, fx-;H, "rYy'J-Jim, 
h'J7i;-;H, f5^-;H, e'J^^-;H, ey$^-7HI, t'WJim 

y Jim, */ »; s>t v y h y r v* y **-y- y »; 

Jim, << y -/ y -r vf-7 7 y >r * y 7 y 

2 8 
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i/m, ^V7at:+->y ht->l> 7'h*>^ J VZTh*i/ * 

s e c -zTb^r>/ b*>m, t e r t -7h + ->^ h + i/i, ^VfA^t 

t e r t -Of-rt. ^S/^^-^S/y h*i/m. -fv^ 

^^^/P:*-*:^ h + v'S. t e r t 

^77a^->xf^^ 7h*i/x^>>|, -r77f + ->xF + 
s ec-7h + i/xh + i/I, t e r t -Zf b 4=- b ^ 

isM, t er t-^>W*->xh + i/|, ^^m->xf + -/S, y 
^i/W+i/ih^i/I, it^i/W+i/xh + i/I, t e r t -^i/ 
Jl*lri/2L h*ism. n^^o^^I, x^^n*>i/|, 7d^+ 
^Dt^->S, -fy^D^^yD^^I, 7* t^^T/n*'*-;/^ -fv7 
Y*i/Zfw#*ri;m^ s e c -Zf b*iszfatf*i;m^ t e r t -7h^i/7n 
Of /t/**i/:/o**4^>g. -TVOf^t+^D^i/I, * 
t^>f^t^^7o^t->I, tert -Of-;U**5/:/n ^4- 

i/yo^+ivS, t er t -^WU** z/zTu tf* h**>:7' b^r^m, 

+ ^7h + ^ >fy7h + ^h + i/l, sec-^h + ^F^i/I, te 
r t -zrb*i/zfb*i/m. som** i/zf b * i/M^ ;lt+->7 
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t+i/7h^i/l> ter t-^i/W^h + ->l, * Y*z/^y?- 

Jri/sO^Kl-Jri/m^ Zf Y ^riy^y^JHt^ri^m, -f 7 Zf Y yT)l?t* 
I'M, sec-yht^^fW^i, t e r t -zf Y^-'y^yThitZ-i/ 
^y^frjr^i/^yf-Jijr^-i/^ -f v^vf^t + ^yf ;i^t^->I, 
^ir^y^Jl^^-i/^y^Jl^-^iym, tert -'O^**^:/?-^:*-*- 

tert -^i/fUt^i/^yThit* 

VZf h*-y^lris)l*jr><m. s e c-7F + ^*->Wi/i, tert 

y^Jll-jry^lri/Jl-tjrism^ s\*y )lit* f y^*i/ )lit^-y^ -f 
Jl**i/*s*i/>l**>>m, **'^* t s)l**i/'^*i/){,it*'ym^ tert- 

ec-yh + i/x^i/l, tert-^h + i/xh + i/I, i Y^i^zfurf^ 
^Y*z/zfvmrum^ ^D,t:t^yD^v/i, ^y^D^i/-/Dt: 
*ism. zfY*i/zfv#*ism, -f v7h + ^D^-/i % sec-^h + i/ 
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S(*fitH'li^ h^r>m, h^ri/m. ^o^-/ 

* h*S>3^ -f';yD**'» h*->2^ -fV^hti/^ 

xh + ->l, t e r t -zrh*is^b*>m, * h + ^o^-/i, xh^-> 

tert -Zfb*i/Zfa#*i/&. * b*i/Zfh*i/M^ b * i/Zf Y * 
Zfa#*i/Zfb*ism* ^V^D#*^h*i/i, ZfV*'i/Zfb*i/m. -f 7 

s/iiasws&tf t.n5e »*b<tiy b*y* b*um. x^i/^ h + s/x. y 
it—jim^ or^is^—hm, T^=f-)im, T-tf*-*;*— Jim, r 

Th'JT'/'J/H, fh57'JAI, W/iJAi % my77'JAi % ^ 
7i?7 7>J;H, hU7 7'J*$, t*t7'JAS, -< 7**-9"7 
V 4 7 7" y -< 5 y 7 y t'7 7 U v*** 7 5-* 

S % fo y t'n y Jim. 7 7-;i/g, *2S, f h7 -7~*S> 

i?m?T*J=- JIM. fTS?7 2?-^i, h'j7^-;H, **jfc»J ■=& 
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ey^i*— >H£* t 4 'J 5 tf^'Ji?;US. fc?'J2>;i^' 

^g^w^nso #*t<ra 5X1*6 a*«i(wiif-T 

ifT'S ') si/Hz,. hUTVy/HS, **-9-'/»J -f7t*t7'J;H, f77 
T'JT'J-jv^ *Ti?T*J-)im, h'J7i?-;PS, ***y.=wHg % 

rT^^-^Sj ili. R3ll»2-6ffl<Z>a[aiXtidtt«OTA,^rzi;i,a6*ie 
y t^;I/- 2 -^o-<^;u^ 2-yf;p-2-yD<-^$ > l - y ^ ;b - l - 

-?7-=-Jim. ^Df;bi, l 3 -zTt-— Jim. 3-yf^-2-7r 

1 -^>^^.;us. 1 - *^Jl- 2 -t>^--jim. 4 -<>f^/H, 

rT;u^-;i,Sj if S 2 - 6 i©IiXli^<D7;^-;H^f 

m, 2 ~^y^-;im, \ - *J-)i- 3 -^>7 c --;i/S. l - y ^vu- 4 -*<y 

T—Jim, i — ^is—Jim, s -^*is-Ammfrmift>nz> 0 

r>/^D7^>Jf>7^1j tti. I»Wi:iii/?D7nifijf>7i; 
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it^y^fr**^^ ter t-^O^/U^-^^S. ^jr'>Jl**>M^ -fv^ 

sec t e r t -zTf-^f-it^ ^O^-Jl^tm. >f 
VO^L^*^ ^fOf/l/ftl, ter t -^y^Jl^^m, 

1>J tit, l-3^©ii&&{-<£08&£ftT^T&J:^c££^*U 

tt£t>©-e little SfttfJ(::i*Bi£©<£®T/l,*^£ ; ffi^O^ny Wfcte&T 
; Hj^©->^oT^^;US ; BU&©7 5^;l/g ; BU&©7 U -Jim ; 
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£ ; lfrJE©T7U3*2/*7Ufc;m ; i?f&©T^;Ug ; m3&0>T is ; 
1u&©T U -;t,g ; ffi&OT »j -A** 5/* ; fyJ£©T V -Jl*-*m ; 3«#i©T 
•i-At*J/**^J| ; B«^©T^^^/U^-^i/^ ; |u^©T 3 

i/?n7;i,+;Hj , rmm£tiT^Tt>£^T')-ji,**ism} . rg&$n 
dfc£**U im&gJill-Xte^oT^T £/.:§&£©{£©{*£ 

^©/>o^>^ ; m&<D&®L7JlZijrism : Bft$©T/U*^*£ ; lw2:©f£ 
fRTJl^r)imXitmm(DT isA,&-cm»tStlTl*X *> J: 1>T $ y g ; * ^ 
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JIM ; m&<DT )lzijri/% JItHzl >im ; Hiji^CDT is Jim ; m&<DT 'SJlit* ; 
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h>tltz<t&%0%:^ ? v & * * > (20ml) (C«ffP£ii\ h V 7>l*vW*m ( 
10ml) ^iSTirSnx.. immmWLtz 0 KlE«Kh*xy (1 0ml) £ 
iniU «E»«L^io Mi: l MJgffcdc^-x-^jgR ( l 0ml) £Sox.. 

IgfiftSlirSCtCJ:*), mM<t&® (1. 4 5g, IR^5 2%) 

L-7x-^77-^-0-'^^t Fo + 5/7 i K • 
N— t e r t -7 h*j/*^^-L-7xi — > (2. 6 5g) R 
CfO-'O^t Kn + i/7 * > ( 1 . 6 0 g) ^-ffl^Ts JbsBlSig^J 

4 tmmo&fc&w*^ mm<t&® (2. 4 8 g. hju£9 2*0 &ntz 0 
mmm 6 

1- (3-yf^-l, 2, 4-t+t^7 i ;-^-5-fW - 2-7x- 
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T-trhTi K*-*S/A(J. Saunders et al.. J. Med. Chem.. 33. 1128 (1990)) 

(2. 67g) ©thf (i 2 5mi) mmz^ 6 o %mn*xit.T b U OA ( 

1. 4 4 g) £JlD*., 1 ^FlffltoffeagfeL/wo ttfc'U StS&KN- t e 

r t h Z-yt/ L-y ir;l77->yfiHXfA (8. 3 8 g) 

©THF (4 0ml) SiftfcMTIwJin*.. 2 0 &mM&mfc Ltz a *©f£. tt 
*U*(10ml) &bux., ttEE»»Lfc 0 iit:i 0 J.>»**jft*J[|D 

: ^Vy/mm*-?-*** 3/1 v/v) t^St5cti:<):D> N — t e r t 
h + ->*/U^-/U- 1 - (3 -^f^- 1, 2, 4 4-9- S>T 5 
-YA) - 2 -7x-;Uf;l/7; > (4. 4 3 g) d ©ffc^^ 4 N 

«{t**-^3*-+-9->*Jft (5 0ml) ICfiniU IST> 2 B£lfflJl# L/c 0 SEP 

£0. Mffc'&tt (8. 2 5g > iR?4 7i«) 
S2iiffl7 

L - 7x-^77-7-;l (11. 7 8 g) ©THF ( 2 0 0ml )&&(r 6 0 
KttttTkSRffc^MJ^A (3. 43g) £MT\ Ifc* KttUtfco 2 0 
glS?S^l ^KtlDiia^L/Co flt#U MTT^ft'O^/l' (9. 2 

7ml) *»*(CHD^ liSTtl GV$mmWLtz 0 5 SB X.. 

x— T-^Tffiffibfco fftl^l 0 96fiStTttfflb^o TRJifcTKKffc-M* V A 

14. 5 g. JR*5 7 7%) £»fc 0 

N- (3, 5-^no-2-hKD + s/-4- (4->W;;^h*'» - 
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III) 3, 5-^^DD-2-tFn + -/-4 - (4-ter t-7'h + >'* 

+ &&&m**-Jl (VI) 
4 - t e r t -7* h^rist/ Jltf—Jlt ^;ir I J - l 9 J — jv ( 3 g) £ 
0HErnaf*4MSI© 3, 5-i??ou-2, 4-^tKn + ->$| > fi^f;t, (3, 
8 5g) ©THF (80ml)MC, MJ7x-;^X7>f > (4. 2 6 g) 
E.&VV*J*to#ytil 9 J4 % j7u\Zn, (3. 2ml) S-SfcteTCfin*.. 1 6B#|ffl 

mm&m:^*-*)->/mmx.i-*=4/i v/v) fnintscicj:^ se/c 

^(5. 2 g, iR^8 3 *>) £?#/c 0 

114) 3, 5-^^oo-2-b Kn + >/- 4 - (4-tert-7* h**/7J 
;U^;uy^^T * J^h^is) $1S^ (VII) 

±SI11) T*#«c> ft/eft^ (3. 4 6 g) &*?J-)l (1 2ml) -T 
HF ( 1 2m 1 ) m&mmizfemmt, lM*iffc'Jf^AMi(24ml) 
SrfiQX-T. 6 0VX~2m$l!a$&MWLfr o *&Lfctft. «EE»«U 1 0 

9* ? :c >8?k&]K (50ml) £Jjnx-T&f£tr 'U x-f;K50ml) Tlftm 

«ktK Mffc<&tt (3; 2 2g. IR^ 9 6 96) £#fc 0 

115) N- (3, 5-i??nn-2-t Kn*->- 4 - (4-tert-^f 

+->*;^-;Mf;i'7;;7h+-/) ^>-/>f;L0 -L-7x-^7 7 -> / 
f^xxf;l ( I' ) 

1SI14) X-nbtltzifrk® (3g), L-7i-;l/77->yf^f 
;U.igm^(l. 59g), WSC-HC1 (1. 4 1 g) RtfHOBT ( 1 g) 
©DMF (10ml) ^&T\ h 'Jxf^T * > (1ml) £«TU 

1 4Np^m#b/w 0 SC&^twTjc (60ml) £iP;2U ftSxf ^TftHIJ Ufco W 
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D7 t > ^7>( - Cmfflfem : ^+-9" >/ftSxf^= 3/ 1 v/v) -cffsj-rs 
C fcdJ:*). (2. 7 2 g, 5%) 

Xg6) N- C3, 5-i?^DD-2-hKot-/-4 - (4 - y^;UT $ ;7' 
h*>0 'OV^/tO -L-7x_^77->^^xxf^ • (I) 

-£121115) T»£*lfcfi:<£4ai (5g) ©^^-^1f^ (1 0ml) mi&lZ^ 4 
N*Yb7k*-^*+-U->»tt (4 0ml) £Jta;U 1ST, 1. 5*W«#Lfco 
Sl&ifcK: hJl^y^M^ ^EatlfcU ^Ii:i-f;l (5 0 m I ) - £JdjU m 
flftmctlCiO, ^Mffc^&J (4. 2g, 1R^9 5%) a6 2#JS)o 

ns&fli i ' 

N- C3, 5-^?DD-2-t - (4 -y^;UT$ h + iy) 

III 3) N- (3, 5-S^do-2, 4-^hFDti/07^^) -L- 
7x-;l/77->y^;l/XXf^ (XVI I) 

3. 5-i?^DD-2, 4 -^k KD^^IfH ( 1 7 g) . L-y^-Jl 
T=7=-> -imtig (1 9. 8g), WSC-HC1 (17. 6g) 

&tfHOBT(12. 4g)ODMF (7 0ml)Mt:, tST^ h>Jx^ 
T5>(12. 8inl)*»TU 1 6 *W«*^fc 0 3 6c, ±e*li« l © 
XS5) t^^OMMS^-fi 1 -? C tJCct OS^fb^-^l (18. 3 2 g. IR^5 7 

HI 4)N- (3, 5-^^DD-2-hKD^i/-4 - (4-tert-!/ 
yf;i/xxf;b ( I ' ) 

-fceigi 3) T»e»n^{k-&» (i 1. og) &cm - ten -^h^ 

*;^x;mw$;-i-^;-;p (5. 2 9 g) CDTHF (1 0 0ml) 
h'j7xx^7>f> (7. 5 1 g) ~BLVT'f*J1iA,#yfai*j>(*j-7 
nlfiK5. 6 m 1 ) *»TKJn** 1 6mffl^ t £^KEii 

u s^^'j*y;^ 7 A^D7hr77>f- ; ^*+yy/mk*. 
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3^=3/1 v/v) TtnWl-f 2>Z£(Z£t)^ m.M{£G® (3. lOg, IR$2 1 

116) N- C3, 5 - 9 J9 on- 2 - t Ko + i/- 4 - (4-^f^75;y 
h + - L - 7x-^77->yf;U^f;l ■ (I) 

±EIgl 4) X-nbtltzifrk® (1 Og) <D 9 J**t-V-y (2 5ml) »jftt^ 

1ST, 4Nfirk**-^*4 t, 9->»«[ (8 8m 1 ) *»TLfc 0 1. 5 m$m. 
h^i>*JB^.T^ »JK*«BEfiS*L/io aiCi-r^ (1 2 0ml) £in>U 

*£ H B B fl;;*-££C tCiOIBfb^ft (8. 4 g. 9 5%) £»fc 0 

N- {3, 5-v ? ^nn-2-hKn + >/-4 - C 2 - ( 4 - / f-^fc? ^5 5? 
2 &g$i& 

III) 3, 5-^^nD-2-bKn + -/-4- ( 2 - ( 4 - * b*^5 *J 

>- i ->r;to h*^) sfcj&say*-* (v i ) 
2 - (4 -yf ;ih'^7v?>- l ->r;i/) (i 4. 4 2 g) Rtf3, 

5-^^dd-2, KD*i/$Ifg|yf;t, (52. 15g)CD?oo 

(4 0 0ml) S»i:, h'j7xi;^770 (2 8. 8 5 g) 
'/i?*;^:>i^>ry7*Dh*;K2i. 7m l ) *gfiTtiiniU l 6^P^S^ 

Ltzo KmmtziNum <s o omi) &tnz.TMft-rzztiz£o, mm<t& 

114) 3, 5-^?DD-2-tKn^i/-4 - (2- ( 4 - j* ^h 4 ^ 

>- i ->r;u) $E§i (vii) 

JLiexfi i ) x*'&z>ntzm.$L&.®(Dmiiimz 4M7Kg&ft;-*- h ^^mm ( 1 

2 5ml) ^Mt, S 0 o CX2S%fflfyf&mWLtz o ZZtzmm (1 2. 3g) 
£iux.T. *»T«fliU fe^Tert^-frS Z tCit), ^Sffc^&J ( 2 7. 8 8 0 
g. iR^7 9%) Z'&tzo 

115) N- {3, 5-^^no-2-hKD + ->-4 - (2 - 
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*t-a- • 2mmm. ( r = i ) 

±SSIS4) -C»6ti/ifk^«l ( 9 5 8mg) > L — 7 x-;l>-77->xf ^ 
-XXt^A- -ig^fiM ( 9 2 3 mg) &CFHOBT (4 4 5mg) CDT-fc h 'J A- 
(1 5ml) mmz^ IfiT> WSC-HC1 (632mg) £j!ra>U 2 5 B^Ptf 

10/1 v/v) X-mm-t SCirC ( 1. 3 8 6 g) M/:, $bC, 
z®{b&® ( 1 . 0 0 3 g) ©T-ir h> (l 0ml) mmtz^ 4 NigffcTlcsSi-Bfc 
»if-^»««:JB^ fe g B H fb^t5cti:J:^ mm<t£%a (1. 0 7 3 g, iR 
$939(5) (^2#«i) o 

HlfcM 3 — 87 

#12 kmmizisxn&Ltz (^3-4 smd c 
mmms s 

N- C2 - t K'd*J/- 4 - (4 -jf f/L7 i JZT^Jl) sO'SJ A) - L - 

113) 4 - C4- (tert - 7h + >>*;l/^yf^7 $ y) ^A) - 
2-bFn + ^Ifi/f;i,x7f;l' (VI) 

(1) 4 - C 4 - (tert -Zf h^ri/tf totf—H* f-;l-7 ;7) -1 -zTt— 

Off £ ft rt: C (3 - t Kn^i/- 4 -y h^^^7 A) ^:/i?A0 
b 'J7xx^^A7"D7^f K (2. 5 3 7 g) OTHF (25ml) m 
TA^^STF. O'Ct'Jf^A^YV^ofAT* K©2MTHFg)S 

(5. 5mi) ^-jstu 3 oftmm&Ltz 0 &a^x\ zcomm^ -stkiz^t) 

m<otltz4 - (tert -rbtv'^A^/^f^ U) 7f;t/7^ft K 
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(1 . 1 2 3 g) OTHF (1 0ml) ^OTO-, < DSTU 1ST, 

4mmmwvtc 0 &mm<tr y*-v /.^mm (i m n < oso*.. &e 

- (g§II2gl& : >/ft®txf L ;P= 4 / 1 v/v) rfdlltS 

CfctritK SlfC^tt ( 0. 8 5 0 g, IK^5 1 *>) £#fc 0 
(2) 4 - (4 - (tert -ZT Y^-i/J] / =f- )IT I J) zTf-M - 2 

- b Fn + is&mWWi * T Jlz-XTJl, 

±12 ( 1 ) "em&tltz{t4& ( 0. 8 4 5 g) ? (2 0ml) jgft 

€-1 Otf'^i?*^** (0. 10 6s) #£T\ **ft«TTll<llflfc. 

&> ( 0 . 8 1 Og, lR$ 9 5 9(f) 

114) 4 - C5 - (tert - 7'h + ^*;^t-;Mf ;l7i y) -ff-Jll - 
2 - h KD + ^Ifa (VII) 

1EI13) -Vm^iltzit^to ( 0. 8 0 6 g) £ _Li£||ife#l 1 Oil 4 ) i: 
^^©SC&Jw^-rcirCckO. mm<t&® ( 0. 7 6 0 g, IR2£9 8%) ^rff/Co 

115) N- (2 - b Kn + i/- 4 - (4-tert -7 )ltf=- )\,*=f- 

jiT i szf^jiy 'ow/io -L-7x-^77->yf^xxfi cr ) 

1EIS4) T~mz>tltz<tG® ( 0. 7 5 3 g) StfL - 7x-^77-> J 

• mmi& (o. 5 5 2 g) ^±siij£^j i cDxg 5 ) tmm<z>Km 

IZffTZ blZ£K>^ mm<t&® ( 0 . 7 1 4 g. Mm 6 3%) £f#^ 0 

116) N- C2-b Kn^i/-4 - (4 -i*f-)lT% ;7f;0 ^OV-frtO 
-L-7x-;l/77->>f /l/xxf (I) 

-LSX15) T»^n/c{k^ (0. 1 2 8g) ^±EHiil©I16) fc 

^©scstctf-rc tir<t*K mm<t&%o (o. 0 8 7 g, ir^7 8 *o 

(t4 6 #M) o 
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mmm 89-90 

U: (14 6-4 7#£U 0 

mmm 91 

N- C3, 5-i??nn-2-tFnt->-4 - ( 5 - /TAT i J ^yTA) 

Ig 1 1) 4 - (5 - (tert -z>" Y *>tr AlH—A* TAT I J) ^OTA) 
-3, 5 - *J9 no- 2 - h Ko + ^^If8^;UXf A (V I ) 
JilEflJfcflJ 8 8 ©If 3 ) tm^iZ Vxm*>tltz 4 - (5- (ter t-^h 

(3. 9 5 g) ©T-tr 1^MJ;U (3 5ml) ^ST. mtXA? 

(9mi) 60'cti ^mm^mwLtzo &&m~ wi^^sn^u 

8ffig*fcU MC^no/^ (85ml) £tKlX.*= 0 &t^T\ CCMC 
h tJoL^-yUT i > ( 7. 8 5 m 1 ) ~BL&i?m.m-V- t e r t -ZfTA (4. 9 
g) ^finx.. 1ST, 1 B#F«SJt#Lfc 0 SC&^('7fc (5 0ml) £j&niU ft#U 

7=51 4- (MIIS&&: ^*-9->/8t&x^=4/l v/v) T^StSCtC 
J: »K Mffc^fc ( 2 . 3 1 9 g. IK^5 0 %) &mz 0 

114) 4 - (5 - (tert - 7 hlri/tr Atf—AJ TAT I y) 1>TA) 
-3, 5-i??oD-2-tKo + ^lfi (VII) 

-t!5Igl 1) T'»£il*:ft:£®J (2. 3 1 9 g) £_£EHSie»! 1 0114) 
irl^SlCDSEDtrffrc ttca:*). SBfC^ft ( 1 . 9 9 4 g. HK^ 8 9 *>) 

115) N- C 4 - (5-tert -Zf h*zstrA#— A/ TAT I J^yTA) 
-3, 5-^;Dn-2-kKDt^> , /'f^ -L-7x-;lT7->/f 

uxta- ( r ) 

_LISIg4) T»£n*iffc£&l (2. 8 7 4 g) 5CfL-7x-^77->^ 
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=f-jvjL^)i • s&mm. c i . 5 2 2 g) &±m.nmm i ©us) t^oscs 

lZtf?Z ir(-ck0. (3. 4 4 1 g, iR$8 6%) £*#*io 

X@6) N- C3, 5-^^DD-2-bKo + i/-4 - (5-^f^7;^< 

_tlSXfI5) Tlf btltzitism ( 3 . 4 2 6 g) £Ji£^Sfe0lJ 1 ©116) t 

m&nfcmiztf-tztiz&ir)^ mm<t&® (2. 5 2 5 g. 4x^8 3%) £f#^ 

(S4 8 #18) o 
^SfetftJ 9 2-104 

mmms 2-1 0 4©ft£^£#i£t-s<fc£i^£fm{5!i9 1 tmmizLx® 

jg_b/c (1 4 8-5 4 #JHD o 
1 0 5 

N- C2 -OV^U**^- 3, 5--;?dd-4 - (4 -y^^T $ 
h + » 'OV-r-rtO - L - 7 * -;l/7 7->^f ;l/XXr^ • 
Ii 1 2) N- (2 3, 5-^?na-4 - (4-ter 

5 — > /fibxXf;!/ ( r ) 

_baHSfefi?>J 1 ©115) -C#£n/cft:£&J (21 2mg) ©^^dd^^> ( 
3m 1 ) S*i: N b*U (60^1) St/UfkO^^ ( 8 0 u 1 ) 
TKUDjU 3 O^f^tfco fcfcmzik (5ml) JJQX.. 6tB&i^-elS£B L 

7A?D7hr77^- (SP3^:^-9->/Bt^3i^;U=3 / /l v/v) Ttt 

StSCtCi:?), ^Sffc^&J (2 2 4mg. iR^9 5 %) ^fffco 

116) N- C2 -s<>'/>( fr**zs- 3, 5-^7no-4 - (4-/^7 

$ + 'O'/'TrtO -L-7i-^77i>^f^r;l • i&Wt& ( 

I) 

±EIil 2) X'm*>tLtz<t<&®) (2 2 4mg) £Jf!^T. ±E**«10 
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2 5 5 #B3) o 

HSfiM 1 0 6 — 1 2 5 

mmmi 06-1 2 5 zit^toinzmmmi 0 5ti^icb 

TSitL/w (2 5 5 — 6 5#J8D o 
HJ&M 1 2 6 

N— ( 3 , 5-;?nn-2-t + ( 4 - * f-/l/T i J 7 h + 2/) 

II 6 ) N— C3, 5-^?DD-2-kFo^i/-4 - (4-yf;LT;;y 

h+i') ^ow/io -l-7x-a77-> • mmm. ( i ) 

±E**«l©Ii5) tSai:frf»b*lfcN- C3, 5-^dd-2- 
h Kd*->- 4 - (4-tert h * /Utf;— ;U y f ;lt $ J-fhf-is) 

-L-7x-;l77->- t e r t -yf;HXf^ (4 9 Omg) 
©>?^Doy ^> (8ml) h U 7>l.toSi (4ml) £MTtCftI 

1 4 Lfco 5t&«t: h^x>*tn^ ttEEftttU RffiriMitt 

ffcfcfc-i—rA'i&tt (5ml) £Sn*. fefift^tSCtCit), 
(2 5 Omg. 10^ 6 7 5K>) .(2 6 6 #JR) e 

Sffiffl 1 2 7 — 1 35 

HJ£0>J 12 7 — 135 CDffc^«*»tCrSffc#»^&|ltt«1 1 2 6 fcffifcdb 
TMbfc (26 6-7 0#JS) o 
Hl&ffl 1 3 6 

N- C3, 5-^?nn-2-kKD + -/-4 - (4 - ;l/7; ;7*f /l^7 
111 6) N- C2- h Kd + j/- 4 - (4-tert + 

cr ) 

±EH»«r oiil-3) iB*i:tTj»$*ifcN- C (4 -7; y-2- 
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t Ko^i/) "OWIO -L-7x-^77->yf;UXfiKl. 1 lg) 
SCf 4 - ( t e r t - Zf Y^f-i/lDl-ft— )l * I J ) - 1 - zT^JVT /L-r t 

K (7 1 lmg) (20ml) ^i^^IiST, T/H/>«86T\ 4 

B#fl8if#b/co CCDStS&Kl 0^7^^^|( 2 0 0mg) *JW^L, ?ttEE 

»x*-A>=.3/<2- v/v) TftSnc tKcfc^K ^Sffc^ (9 OOmg, ifcsfs. 
5 1%) £f#/c 0 

II 1 1)N- C3, 5-^^nD-2-tFo + i/-4 - (4-tert-^* 
Hf-i/fc^l/sK— fr** JIT I J 7*)IT I J) O'/-f40 -L-7xi ;l-7 7 

y f;ii^f;i ( I* ) 

±EI§ 1 6 ) T# £>*Ltzit4i® (9 0 Omg) <Z>v^noj*^> (2 0ml) 
*«f-*^T. ^lifti e r t -^f-^ (0. 4 6ml) ZffiTVtz 0 Ztl 
£*#T> 5 0&mmWVtc o i&ftfcJfijJceftfrU &7fcB&®f^ h 

-r- (SBII&ft : ^*-9->/ft«x*;i,= 3/1 v/v) Tttfrrscfctr«fc*K 
SlfL^i ( 8 3 0mg, IR?82«) 

IS 6 ) N- C3.5-^?nn-2-b Kn + -/- 4 - (4 -*f-^T * y :/ 
WU) 'OVWAO -L-7x-A77->^;HXf^-ZSiI ( 
I) 

±IBXg 1 1 ) T# Ztltzit^® (2 8 Omg) (D^dd^A (5ml) ^ 
^(C> h»J7^tnftS (2. 5m 1 ) ZmUTlzMZ.. 2 0^g#U:» g 

tU *£Sffc2-££C: tK«fc*K (2 1 8mg, Mm* 2%; £f#fc ( 

^ 7 1 #H) 0 
§HSIfc#l 13 7 
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fc(!7l 0 

nnm 1 3 8 

±EHSI0iJ 1 ) tiiClT?lt>nfc3, 5-i??DD-2-hFn 

- 4 - (4-tert )IT t J-fY^-^ S^WWc ( 3 

47mg) IkZfL — y x-;l/?7-^7 ~ • ( 2 6 8mg) £■ 

ffl^T. -LlE^Sfefcll ©I§5) RCfIi6) t^KbT^Jgffc^ (2 8 4 
m g. Mm 5 8 *0 £&7^ (17 2 #M) 0 
H$i#J 13 9 — 142 

flJ&ftl 1 3 9 — 14 2<!><t&%a£MfcirZ{t&®}frZ>mmM 1 3 8 tl^^lcb 
TSSitL/c (172-7 4#M) e 
HJfc#J 14 3 

N— (3, 5-i?^DD-2-kFo*i/-4 - ( 4 - J *JlT i S Zf hlris) 
-L-7x^;l/77-^k Kn + ->7; K 

115) N- C3. 5-i??DD-2-t KD + -/-4 - ( 4 -O 

A7;;yh + i/) OW/U) -L-7x^77-^-0- 
^>^hKD + S/7;K(r ) 
1EI1M10I14) £Kt£trbT?# iotlti 3. 5-^^nn-2-bFD 
4 - (4 - 0^/U^^i/*^^-;UT ^ y y h + i/) ^ES® (2 3 7 
m g) S^L-7x-;l.77-^-0-^>i?;lb Fnt^T * F • (2 

o 3m g) £rai^T % ±mmmm\ ©ims) t^tcb-cMfl:^ (325 

mg, XRm5 9 %) £».fco 

116) N- C3. 5-^^DD-2-bFo + ->-4 - ( 4 - y ^ ;t/T * y :/ 
^>y-f;iO -L-7x-;i/77-ikFD4 i ->7; K (I) 

±£II5) T»£*i/cft:-£® (2 1 Omg) ©y (5ml) igj&tc, 

*&ffc'<-7:^A (4 2mg) £Sn*.. f ETn 7K^#X(CTS/tt^5c^tf ^tz 0 
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tz cm 7 4 #jgo o 
mmm 1 4 4 

N- C 4 - (4-7;;7h + i/) -3, 5-i?^DD-2-hFo + ->A;> 

v-r;to - 1 - ( 3 - / 1 , 2. 4 -**-**jtv-)\'- 5 ->r ^) - 2 

-Lfe^lSfctfJ 1 CDXg 4 ) £l^l§KLT»£n/w3, 5-^^DD-2-tFn 
4 - (4 - t e r t -Zf )\,tf=-)lT I J 7" h**» $lfi (3 

94mg) Wl - (3-^f;l/-l, 2, 4-**-*'yTV-Jl-5-J>l) 
- 2 -7 i— /l/Ji^/l/T i > • (2 4 Omg) £flH>T. ±td.mffiM 1 © 

115) ir^CltSIfk^ (2 9 9mg, 5 8*0 

(87 5 #B?D o 

mmm 145 

N- ( 4 - (4-7;;^F*-» -3, 5-^?nn-2-kKn + i/<> 

tKit:lt#btlfc3, 5-y^oo-2-tKn 
+ 4 - (4-tert A'T IJT'h + i/') ^Ifi (3 

9 4mg) Rf/0- / 0^;b-L-7x-ib77-;-;i/ (2 4 2mg) 

_LHHSfc#j i cDxg 5 ) „ mmm 9 9 on 6 ) &ammm 1 ©i§ 6 ) t 

H8i:lTfifc^ (1 9 Omg, 2%) (8 7 5#KD • 

1 4 6 

(2S) - 3 - 7 x. — )l- 2 - C 5 - (4-7;;^h^i/) - 3-tKo + 
5/- 2 hJHT I J ) ^olft>S/f;i/X7f^ • 
111 3) (2S) - 3-7x-^-2 - (3, 5-ybFD^->-2-t7b 
-r;ursy) ^DtftVK^f^XXf^ (XVI I) 

3. 5-ytKnti/-2-t7MS (4. 08g)> L-7i-^77- 



7 l 
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y /^-JVx-^T-K • (4. 74g) , WSC - HC 1 (4. 2 2g) , H 

OBT (2. 9 7g) SC/N-yf^t^^'Jy (2. 4 1ml) ©DMF (2 

0 0ml) MT\ 1 6&ffflmWLti 0 £Efr&(C7k£JlD;U ItSPX^A 

*-em&&?£u Mcies?-*- k y ^a-t^^ n ^Eg^L^o aat*->u*^ 

;l/*7A?D7hr77-f" (jgPH^ffll : 's+tf ://!*» jc.?-ju = 1 / 1 v/v) 

TltlS-rSC tlCckOMfb^'a C4. 42g> 1R^6 1 *>) £»fc 0 

If 14) (2 S) - 3 -7 x.-Jl- 2 - C5 - (4-tert -7'h*i/*Jl 

S/f Ax^f;i/ ( r ) 

iEli 1 3) -CftSfttfiffc^tt ( 1 . 8 3g) > h'j7xi^X7-f>( 

1 . 3 1 g) Rtf 4 - t e r t -7~ Y )\,i£=- >IT I J 7* )IT )V n - Jl ( 
4 7 3 nig) ©THF (25ml) lig^ YVz?% fr$>mi?4 % J7 
o^(0. 9.8ml) ^STlfco ffiTs l 6 Rl£»£*EE*»U 

= 2/1 v/v) -emssi-rsc: tc^o^jgft^&i (3 7 5mg, jk^s 0 jo * 

116) (2S) - 3-7x-;t,-2 - (5 - (4-7;;7'h^-» -3-t 

Kn*i/- 2 --J-? h>out * y) t"u vxymsm^XT-Ji • ( 1 ) 

±EI11 4) TWZtltiitG® ( 3 7 5mg) ©THF (5ml) fem^ 
4Ni£<t7km-Z?***)->m& (5ml) £fll;U 1ST, 3B£R5g#U *£E 

ms> flX^5 7%) £^7t (17 6#M) o 
Hffiffll 14 7 

N- C4- C4- (4-yf^7;;7 , h + i/) 7 * — ;10 <y^/>f;l) - L 
III 3) 4 - (4 - t Fnti/7i-;0 ^>7^f^-L-7x-;l/77-> 
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3L*JlJLXTJl> (XV II) 

4 - (4 -k Fo^i/7x-il) $Ifi (3. Og), L-7x-;i/77- 
• (3. 3 8 g) ©DMF (30ml) ®m~, WSC • 

HC1 (2. 7g) , HOBT (1. 89g) S^h'Jxf^T; > (2ml) 

Wt&BS-l 0%^^>®t7K^^ tK. fi&fnMT?*, 7jc&tf&f&:£i|A7j<TJiGS&SI:# 

If 1 5) N- (4 - (4 - (4-ter t -rf b*ist>&tf— )l / fAT ~ y 

^ i — 'OiZ-OtO - L-7x^^77->xf;LiXf;l (D 
JiSXg 1 3) T-f#£n/cffi£l£$jcz>DMF (30ml) igifct-. 4 - ( t e 
r t -f Y*ri/ii & J f/tT ~ y) 7*^;t/^o^-T K (4. 4 6 g) SCF 
^7>';^ A (4. 6 5 g) SrfiD*.. tfiT, 1 4^Pb1JI#L/co S^(rg^®t 

hr77<r - (mwfem : ^*t>/ft«xfA= 3/1 v/v) twsct 

tcJ:*>-Sgfls£«b ( 9 6 7mg. HK$1 0%) 

116) N- C4- C4- (4->f/tT;;7'h4 i -» 7x-;l) OV^I/) 

-L-y xxi77->xf;ixxf^ • (I) 

1EI11 4) T»6nrt:{b&tt (1 4 Omg) ©THF (2ml) 
4N^ft7k^-^^-+-9->^ (2ml) ^fiOX.. IST> 4BfPtSH#U *£E 
g^tT^o MECi— f-^fctiniU &BB<t£-&2> z tiz£ OSIft^i (7 lm 
g, JR$5 8%) ^'#fc(^7 6#I)o 
HifcflJ 1 4 8 

(2S) - 3-7xX^-2 - (4- C5- (4-yf;l-7;;^f^) -1, 
2, 4 -**-9-> ? TV-/l'- 3 ->fA0 - 2-h + AT ;7) T7° 

7 3 



BNSDOCID: <WO 9708133A1_I_> 



WO 97/08133 



PCT/JP96/0230S 



119) yf^ 2-tKo4 i ^> , /x-h-4-*;l,m; K 0-(4 
- t e r t )\y#=-)\,*=f-)\,T I J 'J AO it^-^U (XV) 

4 - t e r t -7*h*^#;t^-;M^;i/T ^ y^gf (2 5 5mg) , *=f- 
)l 2 - t Ka4 i ^> , /x-h-4-*^W; K**^A (210mg), 
WSC-HC1 (2 1 lmg) S^4-i?yf;l7i;t;'Ji?> (DMAP) ( 
i 35mg)0^^oD^> (5ml) mm*. IfiT> 1 6 fgjjf # L*r 0 

/PSr^f-^= 1/1 v/v) TitS-rscttr J:t>^Sfb^«5 (2 2 9mg, )R 
3*5 4 5X0 

Ill 0) 2 - t Ka*j/- 4 - (5 - (4-tert + 

^;ur * y - i , 2, 4-w^7 > /-^-3--f^) $lfiyf 

;Kvr ) 

JblSXg9) ~en z>titz<k&qn (2 2 4mg) © hAx.y (2 Om 1 ) 

?o7hr77>f - (M&32g& : ^+-9->/I^®ji^;U= 3/ 1 v/v) T'ffSf 
tiz£t>mm<t&%d ( 1 4 8mg, 6 9 %) £'#^ 0 

114) 2 - h FDf>- 4 - C5 - (4-tert - 7 i/tr A,#—n,* =f- 
JlT ~ J7=f-)l) - 1 , 2, 4 - m^T7-;l^- 3 -^i) $IiS (V I 

I) 

±EIS 1 0) "Cff fcftfcft^tt (14 6ms) CDi^y-^ (1 Oml) & 
1 MTK^fkU^OATK^ (5m 1 ) £ftJ>U 2 B$l»!&gSfE L/c 

tCiOISft^ (140mg, iR^9 9%) £#/c 0 

115) (2 S) - 3 - 7 JL—Jl- 2 - C 4 - (5 - (4-tert -rbt^ 
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i3A,#—n,/ *)IT I J ZT^-JV) - 1 , 2, 4-t*ty77-^-3--<^] 
-2-bKo*i/^>7-f^7;;) f^-y&x^U;!.*^^ (I' ) 

Jil£XS4) Ti#t>n/cfb^ (1 4 Omg) . L-7x^;i77->xf ;b 
iXri (92mg)> WSC-HC1 (77mg)> HGBT (54 

mg) Rtf h U xf^7 * > ( 0. 0 5 6 ml) ©DMF ( 1 . 5ml) 
Ii§T> 1 5NfK«^U^o S^tw7K«-fiax.. ^-CttfflLtfio tti 

5 (SBHStt : ^t>/ft8xfA=2/l v/v) TMt-SCiKi. 

QmmfcG® (1 74mg, 4X3*8 5 96) *»fe 0 

I§6) (2S) C4 - C5 - (4-^^7 5;^) 

-1, 2, 4 - 1 + f i?7 7-^ - 3 ^) - 2 - b F n ^ i/^ > 7>f ^7 ; 

;) 7ai;t>axf ^xxfA'iifi (i) 

±EI§5) -cn<btitz{££t® (1 7 2mg) OTHF (2ml) JSifcK. 4 
NSfb7K^-^^-^-9-> (2ml) 2&i££*n;U ^£T. 3^fF^S^L/x 0 SIS 

1 3 3mg, i|W8 7 Sk>) (^7 7#.H) „ 

HJfcffl 14 9 — 151 

mmmi 49 — 15 i(D(t&®&tt&-?z<t&%i}fr<bmmQii a sti^sci 

TSSitb/c (£7 7-7 8#M) o 

mmm 1 5 2 

(2S) -2 - C2- ( 3 - f A7 ; ; 7d f;^^7 7 x;i.) ^W;*-*- 

'JUtlA'JDl 

112) 2 - (3-tert -7h + ^*^t*x;^f ;l/7 U7n fcf^x/l/^ 
T — AO - 5 b^>#;u*:— ji^:/*/*-*-*-:/-* (VI) 
5-ib + ->*;^x;t / -2-^;PA7h / <>7t : i i t7-^ (6 7 Omg) 
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ODMFmmz^ *#T. 6 0 %mikykm<ti- h Ut;A (1 26mg) *SniU 
3 QfrmmWVtzo fcfcmiz3 - tert -7b + i/*;pt:-;^f^7 I Jzf 
Dh 4 ;^07^fK(6 2 3mg) ©DMFS«*1B^ 6 0 °CT 1 8 BSfSjfjD&ff 

(J1I3^: ^^if>Xfft^^;U=4/l v/v) T^tSCiriaOiSfl: 
^ ( 5 9 4mg, IR^5 0%) €-^/c 0 

114) 2 - (8-tert -7h + ->*;it^;Mf at u^o VArXfry 

T ~>u) - 5 -^^^i/^^v^-^u-v-^ (vii) 

iiiex§2) T#£ft/.i<t-£&l (5 6 2mg) CDi^y-A (2ml) -TH 

f (2m i ) m&mm^ i u^m<t^)^^^mm^m^ 6o°ctu^f» 

&Jf#L/c 0 £)£&£i£EEig*!&U aMtrgt^^^Sc; 1 0 
®(4 6 5mg, UK^9 8 fcO £»/c 0 

115) (2S) - 2- C2 - (3-tert - :/ h /UtfL=-/U ^ ^A-T $ 
^nh'^^T-A) <>7t*t , /-A- 5 - *At^7 ; ;) — 3- 
7x-^d If* iUam-r-X/ (I* ) 

-hIEXg4) -Cfc&nfcYfc'Ml (4 6 5mg) , L-7i-^77-Vif 
iXf^ • (3 0 2mg), WSC-HC 1 (2 5 0mg), HOBT ( 
1 7 6mg) Stfh 'Jif^7 $ > ( 0. 18ml) CDDMF*g&£. IIT, 

(M§i!2&$g : ^*V-y/Wm*- : f-)l= 4/1 v/v) fiStSciciOISfb 
^( 2 4 0mg, IR$4 0%) £&rt:o 

116) (2S) - 2- (2 - ( 3 — ./ f A7 U7"o If ;t/X;l/!7 r — A) 
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X-r/U • ( I ) 

±S£Xg5) X'&>htltz<tG® (2 3 1 mg) ©THF (5ml) 4 

N&<t7m-i?**-*y (5mi) &m&mz-, ist, Awmmw^o scs 

mg. flX^6 7%) (^7 9#M) 0 

mmm 153-154 
mmmi 53-15 4o<t&®*ftfc-r%<tiim^z>mmm\ 5 2 tH«ia 

TfiiSbfc (*7 9 — 8 0#J8D o 
Hifefll 1 5 5 

N- C3, 5-^^DD-2-hKn + i/-4 - ( 3 - *J— A^o fcTtf- 

I§ 18)N-C3, 5--;^nn-2-k Ka + ->- 4 - C3 - (4-ter 

-7x-^77->xf ^iXr;l/ (I* ) 

JiHUife^Jl' OIS1 3) irlsJ^HC LT#£>tXfcN — (3, 5-^^nn- 
2, 4 - 5> t KD^i/Oy-OU) -L-7i^77->if;HXf^ (3 
9 8m g) . 3 - (4-ter t -^h*->*^A^7^-A) ^oft 
>S(2 5 8mg) 4 f-JUT = y h° U S>> ( 1 4 7mg) ODMF ( 

4ml) mmz, WSC-HCl (230m g) £*#TCJn;U MWV 2 Bf K 
^b/c 0 KtS&Kll&x^A' (4 0ml) ^Jnx.. 7k. fi&fnmW*. 7jc. 

= 1/1 v/v) t^St5Cti:J:*)IIft^ (2 5 8mg, HX^ 4 0 *>) 

116) N-C3, 5-^^DD-2-fc Kn*f-4- ( 3 - fcf*5 S^-A^ 
Dft-^t^^) AO -L-7i-/l77->if;^f^-2i 

g£i£ ( I ) 
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±SH 1 8 ) ~C'&'btltz{t'£Vo (2 5 8mg) ©i?^OD^^v (2ml) 
Sfi^l^ h V 7 /Ij-aWtm (2ml) £-JjQ*. N tigt'l Ofrm&WLtz Q 
«EEB:fcLfc«, 1 Mi£<t7km-^-rJl (3ml) £jtajU ^fb^itSC t 
KJ:0SSft;£&F (1 73mg, IK?P7 0 9tQ (^8 1 #.»&) 0 

mmm 1 5 6 ~ 1 5 8 

mmm 1 5 6 — 1 5 8 (Dit-k^M^-r^it^^^mmm 1 5 5 tmmiz l 
xmmvtz cms 1-8 2#jhd „ 

±Ellifi«I©a:^fto«i65tScf«iaWtttt*S 2-S8 2 i:if 0 

Meliyf^i, E t lixf;H, Phli7x-;H % Bnli'O^ 
A c {iT-tr^-^S^^-To 
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